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DECLARATION OF RICHARD ANDREW TODEBUSH, PH.D, 

I, Richard Andrew Todebush, Ph.D., hereby declare as follows: 

1 . I received a Bachelor of Science (B.S.) degree in Chemistry from Western Carolina 
University in 1996 and a Doctor of Philosophy (Ph.D.) in Analytical Chemistry 
from the University of Georgia in 200 1 . 

2. I worked as a research chemist for Unilever, Chicago, Illinois, in the development of 
personal care products from 2001 to 2004. In 2004, 1 started working for Kiel 
Laboratories, Inc. (Kiel) as a Senior Research Scientist and in 2006 I became the 
Research and Development Manager. 

3. I currently manage the Research and Development Department for Kiel 
Laboratories, Inc. My responsibilities include investigating new active 
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pharmaceutical ingredients for use in Kiel's manufacturing processes, which include 
the preparation of tannic acid containing compositions. 
4. I have read the specification and claims of the above-referenced patent application, 
as well as the Office Action mailed August 27, 2007, in the present application and 
the prior art references cited by the Examiner. 

When Drs. Jeffrey Kiel, Greg Thomas, and Narashimhan Mani made their invention 
of the formation of gabapentin tannate, to the best of my knowledge, there were no 
publications or information available that suggested it was possible to prepare a 
tannate salt of gabapentin. 
6. Before, the invention of Dr. Kiel, et ah, it was generally expected that the close 
proximity of the carboxylic acid group to the positively charged amine functional 
group on the gabapentin molecule would prevent the formation of the tannate salt. I 
was surprised that the inventors of the present application were able to prepare a 
gabapentin tannate salt. 

I have reviewed U.S. Patent No. 6,383,471 ('471) to Chen et al As stated in the 
title and throughout the Specification, it was clear to me that the * 471 patent applied 
only to ionizable hydrophobic therapeutic agents having intrinsic water solubilities 
of less than 0.1% or 0.01% by weight 

8. Not knowing whether gabapentin was water-soluble, or water-insoluble, I would 
have checked the Merck Index or, perhaps, the Handbook of Chemistry and Physics. 

9. The Merck Index has been the accepted gold standard reference for the 
pharmaceutical arts since 1889. Gabapentin is listed in the Merck Index as having a 
solubility in water at pH 7.4 which exceeds 10% (see Appendix 1). I was surprised 
to see gabapentin listed as one of the hydrophobic therapeutic agents in the * 47 1 
patent in col. 6, line 33; col. 7, line 2; col. 8, line 21; col. 9, line 23; col. 44, line 42; 
col. 45, line 12; col. 46, line 62; and col. 47, line 64. It was interesting to note that 
gabapentin was never included as one of the more or most preferred hydrophobic 
therapeutic agents. 

10. In my opinion, gabapentin was mistakenly listed as a hydrophobic therapeutic agent 
in the '471 patent and one of ordinary skill in the art, like myself, would either have 
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recognized that mistake or checked the solubility in a standard reference generally 
used by the pharmaceutical industry such as the Merck Index. 

11. It is also my opinion, that I would not have relied on the 4 471 patent to guide me in 
an attempt to prepare a gabapentin tannate salt because the e 471 patent deals 
exclusively with hydrophobic therapeutic agents of which gabapentin is not one. I 
would not have noticed that gabapentin was even listed as 1 of the 300+ therapeutic 
agents because they were all identified as being hydrophobic. Additionally, tannic 
acid is identified as only 1 of 32 pharmaceutical^ acceptable acids. I found no 
suggestion in the '471 patent that tannic acid could be combined with gabapentin. 

12. I have reviewed U.S. Pat. No. 6,287, 597 ('597) to Gordziel and I have read the 
Examiner's comments in the Non-final Rejection mailed August 27, 2007. The 
Examiner appears to be confusing the use of excipients, such magnesium aluminum 
silicate (MAS) in preparing suspensions, as disclosed in Gordziel, that already have 
certain tannate salts already present, with that of the invention of the present 
application which uses MAS to prepare the actual tannate salt of gabapentin. 

13. In my opinion, if I were faced with the challenge of preparing a tannate salt of 
gabapentin, I would not have a reasonable expectation that a gabapentin salt could 
have been successfully made based on either the '471 or the 6 597 patent 

I declare further that all statements made herein of my knowledge are true and that 
all statements made on information and belief are believed to be true; and further, that these 
statements were made under penalty of perjury with the knowledge that willful false 
statements and the like so made are punishable by fine or imprisonment, or both, under 
Section 1001 of Title 1 8 of the United States Code and that such willful false statements 
may jeopardize the validity of the application or any patent issuing thereon. 



Date: (\-<ai-<eV7 




Richard Andrew Todebush, Ph.D. 
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4346 



O-sJ. i*'t»n»r).'*tiJjn. | i AUI42<#6-3) MAniinoraciuyi)- 
..^f.jujMcei^ sc>a, Oo-.V*50: Q05»345G; Neuron- 

u '- cr f H^KO at iuw*«l?i:*A C63.13%,H1O.01%,Nb ,! .1$%. 
0 .S.f:9% Am inn arid structurally rtlBttd lo .'jr-amlnobutyric 
? .« iGAKA), q.v.. designed \u cross tht blood brain barrier. 
fap»: G. Saiziugti w aA, I>B 246089J (1976 to GBdecte); 
tf$ 4024175 (3977 in Warner-Lambert) Pharmacoki- 
?m] mcUibolknr K.-0. Vollmer e? a/., ArxntlmitteU 
touch 36, S30 (1986) Clinical pharmacology:. B. Salctu «f 
iiLto / Chn. PharmtuaL Thcr. ToxkoL 24, 362 (1986). GC 
djjcnw! *r> biological fluirts: W. D. Hooper ei al, J. Chromatog. 
H2>, 10V (1990). Review of pharmacology and clinical trials in 
opiltpsy B Schmidt iu Anfieptteptic Drugs. R. H. Levy er al, 
Eds fRfu'tn Piess, New York. 3rd ed., 1943) pp 925-935; K. 
i. Ooa. E. M Soririn, Dr«*r 46, 409-427 (1993). CHnicai trial 
foi irt^lnkCD\ of pfii/i in diabetic uturopathy: M. BBckouja ct 
j f. Am tone 280^1831 (1998). OiniciU cvaluatiofl 

"JCial phobic A C Piirdc u;. t J. Clin Prychcpharmacol 
;V.Mw*99«*; 
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f iv.-.ak . >. * ;w, . a-JicT. ; c j> 1 $2- J 66" (Sattingcr); also rc- 
vcutfj-. l '*f .i V .^hrriaO pKa, (25 c ) 3.68; pK&j 10,70. 
W*tr<>.i -.-ir j • SViub:!i:v in water at pH 7.4 exceeds 

*X* •Jaly.^'Uis. 139*92-01-61 4-[[6-((Aminoixnino- 
'Rts>y!>w«iijcj : -«xc>hexyl)oxyJbec20.Lc acid ethyl ester, p-hy- 
*»<ybeDx.o>c atfd «ihy! ester e-^um^Knoliexaitoaie^-cajtedi- 
OAypUtiiyl t giiznidinocaproatc. C^H^NjO*; n»l wt 321,37. 
C 3^0%, H 7 2 1 5b, N J3.0B% f p 19.91%. Noo-peptide pro- 
; 'cuyiif cra-yew i&hibittjr which also inhibits the hydrolytic ef- 
! ^is ?,\ tnriiribm . planota and kallikrein, trypsin but not ohy- 
icMrypfni; «y. nprotinm. Piepn as the p-wluene*ulionete salt 
i- Fuiit, r Wouwbt, DE 205G484; rfc&m. US 3751447 (1971, 
jW3 booi ie Qoo) P.ntyuie inhibition: M. Muramam, S. ftyll, 
ai^yri. iV^p^., acm 2(y%< 221 (1972); S. Tatnurs ff/ raj., fWd 
4i1< (lftr/). PharcnucoloRyj T. OJcegada «f oZ.. /V^ppon 
^saht Zasshi 71, 75 (1975). OA. $4, 218m (1976). Mo- 
^llirn: M Sygiyiunt e; 0>^> raJtwrf 9, 733 (1975), CA. 

188U5r. *1975>. MtuboUsm of inhibitory effoct on platelet 
jE£i*fcAiion. O Kosaki ^ T1irv>nb. Res. 20. 587 (1980). 
^rfjcifci aciion i n r Jiiur;utic shoclc . A> Mi Ufer « al. fRCS 
u * -Vi. f.iar. C'c^fu-i 27S (1980); in fcxpU acute pan- 
;^u^ ^> K. y/weiMn/ ^^0^2, 181 (1987). Compar- 

^ ^j.:' i*;.;./ j;:«>, 3&v / :9 ?9f. Tar*toiogy and toxicity stney; 
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F^^ttwajftwwtfc. 156974- 61 -9j Oabcxarc mesylate; 
^nwii C.«I-l*%N,O^.CH r SOiH;molwt4l7.4g. White 
loiT^S eOaacol, chloroform. SlighUy sol in ace- 

lt? * /hwrtenlly insd in ether. pH of job (1:100): 4.0-5.0. 
»w nice (mgficai: H000 oniUy; 4700 i.e.; 25 i\v..(Pitfiia). 
AM Cat Enzyrcc inhibitor (proteinase). 



4344; Gadobecflie Dirnegiumine. U270O0-2O-8] 1-Dc- 
oxy- l-(rneibylwnino)-D-ghKiitbl [4-(carboxy- «0)-S ( 8,l I -trU- 
f(caibox> , -«<?)mcthyI]-l -jpbonyl-2-oxa-5,fi l l 1-oiazatridecan- 
13-ottto(5-)-kA^,«,V i 1 ^ rt ,K<7' 3, ) fi Rdo)l»aic(2-~) (2:1), g»do- 
liniiuri bcniyl ox)*propionictclraacotatc ditoe^lumino; Od- 
BOPTA/Dimeg; B-1.903677; MultiHftnce. C w H i2 GtiN,C 21 ; mol 
wt 1058.28. C 40.85%, H 5.92%, Od 14.86%, N 6.629b. O 
31.75%. CaH^GdNjOnSCjH^NOjm Intrtv M cular para- 
magnetic MJU eontraat agent Prepn: B. Pelder ei al.. EP 
2308^3; tidttr^ US 4916146 (1987, 1990 both (o Bracco); F. 
Un^orrl «^ aJL, /n^Aj. Cfccm, 34, 633 (1995). HPLC dttermn in 
biological saraplttt: T, Arbughi etal., J. Chromatog. B 713. 415 
(1998). Phyaieocbemical properties: C. do Hacn ex al, J. Com- 
puter Assist Tomog. 23,$uppl. 1, SI 61 (1999). Pharmacology: 
P. Tironc ct aL t ibid. SI 95.. Pharmacokinetics: V. Lorusao ei 
aL. ibid. S161. Toxicology: A. Moriaotti et al, it>UL $207 
Clinical study in MR! of lrvcr lcaions: /. Peterseln ti ed. Radi- 
ology 215, iri (2000). Review of clinical swdiea: B. Iiamm 
ti al. t J. Computer Assist. Tomog. 23, Suppi 1, S53-S60 (1999). 





Kygroecopic powder, rap 124". Freely tol in water, sol in 
methanol. Practically in sol is n-butanol, n-octanol, chlorofonn. 
Abj max 257.8 am (a 203). la]§, -26.9* (c «■ 1.45 in water). 
Prepd an 0.5M win, osmolality (37*) 1.97 moLfkg. d 20 1.22. 
Viacoaity (mPa-s): 9.2 (20°), 5.3 (37*). LD W i.v. in mice 
(romol/kg): 5.7 (at 1 ml/min), 7.9 (at 0.2 ml^min); J-Dso iv. 
in rats (nanoVkg): 6.6 (at 6 nuVmin), 9.2 (at 1 mt/mln) (Mor- 

THHRAP CAT. Diagnostic aid (MRI contrast agent). 

4345. .GadobtitroL tl38071-82^6] ll0-[2,3-Dinydroxy- 
I » (hydxoxymethyl)piopyn - 1, 4, 7, 10 - tetraAtacyclododecane - 
l,4 f 7-triacetatoa~)^ f ^^//^C7\C^,0 , ]gadoluiiixm: Gd- 
IX>3A-bvrtrol; Gadovist. C^Od^O,; rbol wt 604.78. C 
35.75%, H 5.18%. Od 26.00%. N 9.27%, 0 23^1%. Neutral, 
rrwcttw'yclic gadolinium chelate, Prepn: J. Plaoek et aL, BP 
4481 91 (i 991 10 Schfcring AG)'. Physioochemical properties and 
in vivo irnagin« atiufiea: R Vogler ct al., Svr. J. Radiol 21, ) 
(1995). CimicaJ phurniacolrinetics. T. Stales et al, Invest Ra- 
diol 29, 709 (1994). Clinical evaluation of diagnostic uae for 
cereb3^ s tnet«tasea: T. J. Vpgl etai. Radioh^t 35, 508 (1995); 
for glioblastomas: h/t. Honmann et al., Fortschr. Rdntgenxu. 
164, 119(1996). 
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Hydrophilic. Osmolality (osrnol/kg): 0,57 (0.5 mol/l); 1.39 
(1 moM). VUcoaity (oP):' 1.43 (0.5 moW): 3.7 (J raol/1). Par- 
tinon coefftcient (bntanol/water): 0.006. LD50 i.v. io nrice: 23 
mmol/kg (Vofiier). 

THHRAP cat: Diagnostic aid (MRJ contrast agent). 

4346. Gadodiamide. [131410-48-5] {5,8-Bis(carboxy- 
methyl)-U-(2-(methylanuno)-2-oxocihyI)-3 -oxo-2,5, 8. 1 1 -tct- 
raazatridecan-l3-oico(3-))gadoUiihim; gadollrdnm diemyleoe- 
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